Oxidative Stress and Autophagy by Kara, Adem et al.
Selection of our books indexed in the Book Citation Index 
in Web of Science™ Core Collection (BKCI)
Interested in publishing with us? 
Contact book.department@intechopen.com
Numbers displayed above are based on latest data collected. 
For more information visit www.intechopen.com
Open access books available
Countries delivered to Contributors from top 500 universities
International  authors and editors
Our authors are among the
most cited scientists
Downloads
We are IntechOpen,
the world’s leading publisher of
Open Access books
Built by scientists, for scientists
12.2%
122,000 135M
TOP 1%154
4,800
Chapter 4
Oxidative Stress and Autophagy
Adem Kara, Semin Gedikli, Emin Sengul,
Volkan Gelen and Seckin Ozkanlar
Additional information is available at the end of the chapter
http://dx.doi.org/10.5772/64569
Provisional chapter
Oxidative Stress and Autophagy
Adem Kara, Semin Gedikli, Emin Sengul,
Volkan Gelen and Seckin Ozkanlar
Additional information is available at the end of the chapter
Abstract
Free radical production related with many stress factors including radiation, drugs,
ageing and trauma plays a key role in cell death. Notwithstanding, free radicals can
cause pathology in a variety of diseases through oxidative stress: Under oxidative stress,
excessive production of free radicals can trigger cell death by primarily DNA and all
cellular macromolecule damages.  Also,  excessive free radicals  have a role in early
inducers of autophagy cell death upon nutrient deprivation. Autophagy is physiologic
process of eukaryotic systems, which have significant role in adaptation to oxidative
stress by degradation of metalloproteins and oxidatively damaged macromolecules. By
oxidizing,  membrane injuries  allow the leakage of  enzymes and contribute  to  cell
damage. However, recent publications demonstrate the protecting role of lysosome
system during excessive reactive oxygen species (ROS) production by the elimination
of damaged proteins or organelles. Activation of autophagic or lysosomal system can
eliminate the oxidizing components of cell in oxidative stress response. This chapter
aims to provide the novel insight data for oxidative damage-mediated autophagy as
well as their metabolic networks.
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1. Introduction
The number of studies on oxidative stress has been increasing for the last 30 years and its
effects on many illnesses’ pathogenesis have been investigated. In this chapter, we focused the
cellular injuries that are caused by the oxidant agents in the cell and potential relationships
between oxidative stress and autophagy, that is, both cells’ method of saving itself from death
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and its death mechanism at the same. We also aimed to enable the new therapeutic intervention
to break oxidative stress-mediated cell injuries and promote cell surviving.
Free radicals are a molecule or atom species and they have free electron charges [1]. These free
electrons show a high reactivity towards unstable agents. Free radicals are produced both in
physiological conditions and in pathological conditions. Overproduced free radicals can cause
injuries by reacting to the organelles such as cell membrane and DNA which are the compo-
nents of cells [1, 2]. The production of the oxidant agents, which are produced in the cell and
which carry free electron pairs that are able to damage cell, is balanced by the antioxidant
system [2, 3]. The imbalance between antioxidant and oxidant system is called ‘oxidative
stress’ [1].
The reactive oxygen species (ROS) in biological systems including superoxide anion (2O2),
hydroxyl radical (HO), nitric oxide (NO), peroxyl radical (ROO) and non-radical hydrogen
peroxide (H2O2) compose the most important components of oxidative stress [4]. The primary
source of ROS is the mitochondrial-carrying system in the cell [5]. Electrons, which weaken in
the mitochondrion, turn into oxygen (O−2) atoms and then turn into H2O2 by spontaneous or
superoxide dismutase (SOD) catalysis. In this stage, the mitochondrial ROS amount is at the
rate of 1–2% of the total oxygen consumption. Although this amount seems to be low, it is equal
to one billion molecules when the intracellular ROS amount that every single cell of the body
produces is calculated [6]. When it is thought that there are about 100 trillion cells in the human
body, the physiological ROS amount being produced increases more. In some cases, with the
effect of factors such as exceeding of energy need, decreasing of mitochondrial activity
(ageing), exogenous (UV, radiation) and endogenous (oxidase and oxygenase), ROS is
produced in the body in an excess quantity [7]. In addition to mitochondria, sarcolemma,
sarcoplasmic reticulum and transverse tubules are of the strongest sources of ROS due to the
existence of NADH/NADPH oxidase (Nox) [8]. Moreover, endoplasmic reticulum (ER),
peroxisomes, plasma membrane, polymorph nuclear cells and macrophages are known as the
places in which ROS is produced [9]. In the cell, the ROS produced must be kept in balance
with the antioxidant system [10].
2. Oxidative stress
Oxidative stress plays an important role in the pathophysiology of many diseases. For this
reason, the medical importance of the oxidative stress is being understood even better day by
day. Especially, along with the inseparable process between oxidative stress and inflammation
with molecular interactions makes this subject be more and more attractive researched area
[10, 11]. Today, for the development of new treatment options, antioxidant treatment strategies
are being increasingly researched. The aim of this review is to enlighten the relation between
oxidative stress and inflammation, which has a role in the physiopathogenesis of many
diseases.
The production of ROS may increase in the beginning phase of the defence response of the
cells during inflammation [12]. The Nox system, which settled in the plasma membranes of
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cells, contributes to ROS production by being activated during phagocytosis. Moreover, it is
stated that the Nox is the primary factor contributing to the oxidative stress in the mitochon-
drial redox system [13, 14]. In addition to Nox, arachidoriic acid (AA) mechanism, nitric oxide
and xanthine oxidase (XO) cause ROS production, as well [15]. AA is produced by the
activation of phospholipase A2 and this may cause increase in ROS production [16]. At the
same time, AA cyclooxygenase increases ROS production by activating various enzymes such
as cytochrome P-450-dependent monooxygenase XO [17]. Xanthine oxidase is an ROS
indicator, which causes more oxygen to be free as a result of hypoxanthine’s degradation [18].
3. Redox biology
Eukaryotic cells make gene expression through multiple metabolic pathways with environ-
mental stimulations. In the cell, ROS-sensitive transcription factors and oxidative response
give the cellular warning according to the redox condition [19]. These signal proteins are two
signal pathways belonging to two different families. The first of these pathways is mitogen-
activated protein (MAP) kinase family and in this pathway phosphorescence occurs starting
from cytoplasm and continuing to nucleus by the activities of extracellular signal regulator
kinases, which are c-jun N terminal kinase and p38 MAP kinase. The second family is redox-
sensitive signal pathway and cytoplasmic signal factor includes thioredoxin reductase,
thioredoxin, nuclear factor Ref-1 and a few transcription factors (AP-1, nuclear factor kappa B
(NF-kB), Nfr-1 and Egr-1). When these redox-sensitive ‘sulphydryl switches’ are stimulated,
by passing from cytoplasm to nucleus, they trigger the transcription factors and enable the
expression of specific genes [20, 21].
Oxidative stress has a role in many illnesses’ pathogenesis such as ischaemia/reperfusion
injury, Alzheimer, Parkinson and diabetes mellitus [22]. For example, the ROS amounts
effecting to the cell in cancer may result in the expression of some genes via the redox-sensitive
signal pathway by causing DNA damage. These redox-sensitive signal factors play roles in
many processes such as cell division, cell cycle and the survival of the cell. On the other side,
it is the potential molecular target of anticancer agents. This redox-sensitive sulphydryl
switches signal pathways have important characteristics for potential cancer treatment. Their
characteristics are firstly being overexpressed in tumours, secondly the depression of prosur-
vival signal pathways when they are inhibited, thirdly the entrance of cell cycle to the arrest
when this signal pathway is depressed and lastly the increase of anticancer agents’ activities
parallel to their inhibition [21].
4. The importance of oxidative stress in cell biology
It is known that ROS have both beneficial and harmful effects on the cell. Its very low con-
centrations can perform as the second runner in some signal transmission ways [23]. How-
ever, they can cause many oxidative injuries in many vital structures when they are
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extremely produced. In the cell, there is a dynamic relation between ROS production and
antioxidant capacity. Some oxidation processes such as cysteine oxidation play roles in the
dynamic regulator system inside the cell [24]. It is shown that transcriptional factors such as
NF-kB, p53 and AP-1 are regulated by oxygen types [25]. For this reason, sublethal ROS
production can be blocked by signal transmission ways. Especially H2O2 is actually the sec-
ond runner for various physiological stimulations such as angiotensin inflammatory cyto-
kines and growth factors or transforming factors [26]. There is a contradiction between the
reactive oxygen types such as superoxide radicals and their physiological/pathophysiologi-
cal roles. It is considered that the production of superoxide radicals can be activated by neu-
trophils and other phagocytes [27]. When the redox homeostasis changes, the cell is exposed
to oxidative stress. As a result of the mitochondrial function disorder in case of oxidative
stress, a significant decrease in the cellular energy occurs, and due to this decrease apoptosis
is activated. The damages in cells occur only when ROS overcomes the biochemical defence
system of the cell. ROS, especially hydroxyl radicals, can react with all biological macromo-
lecules such as lipids, proteins, nucleic acids and carbohydrates [28]. Multiple unsaturated
fatty acids continuously threaten the cellular integrity and functions for oxidative injury [28,
29]. It is known that iron, which is a transition metal, has a vital role in the beginning of new
lipid radical chain reactions [30]. Lipid peroxidation is a significant biological result of age-
ing and oxidative damages [29]. Chemotherapy agents, radiation and numerous neurodege-
nerative illnesses are some sources of ROS [31]. In brief, whereas oxidative stress is a
positive status in processes such as cellular proliferation and activation, it is a negative sta-
tus in terms of lipid peroxidation, DNA injury and the inhibition of cell growth or in terms
of its causing cell deaths.
5. Antioxidant system
The antioxidant enzyme system in the cell is responsible for the scavengers of ROS (O2−,
H2O2 and peroxides), which consists of superoxide dismutase, catalase (CAT) and gluta-
thione (GSH-Px or GPx) enzymes [10, 32]. Also, antioxidant defence system is responsible
for the scavengers of reactive nitrogen species (RNS). Peroxynitrite (ONOO−) is a really dan-
gerous molecule [33] and nitrite oxide is a high reactive gas radical and it is water soluble
and it can pass the cell membrane by diffusion [33, 34]. As in ROS, excessive production of
oxidant types originating from NO in the cell leads to imbalance between oxidants and anti-
oxidants, which causes irreversible damage in the cells’ biomolecules and causes cell death
[10].
When thioredoxin, which is an intracellular enzyme, is overexpressed, it blocks oxidative
stress in the cell. It is stated that there is a dynamic relation between thioredoxin enzyme
and antioxidant components, and various oxygen types [35]. It has been determined in dif-
ferent studies that the difference in cysteine modification can affect thioredoxin function
[36].
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6. Oxidative stress and DNA damage
Lipids in DNA, which is a stable molecule, can have oxidative injuries just like carbohydrates
and proteins [37, 38]. All changes in the structural integrity of genetic material occurring as a
result of the endogenous or exogenous factors are described as DNA damage. The integrity of
the genomic DNA is constantly under threat with the effect of environmental factors. Changes
in the structure of DNA may occur endogenously during cellular events such as DNA
replication and DNA recombination [39, 40].
It is believed that the DNA damages can be caused by oxidative stress result in mutation in
the cell DNA and that it is a major reason for cancer [41, 42]. As a result of oxidative DNA
damage, a decrease in the cascade signal occurs, which is effective in cancer development, and
gene expression, a discontinuation in transcription, genomic instability and replication failure.
Oxidative DNA damage plays important roles in the development of tumourigenesis, which
is related to inflammation as well as increasing the risk of cancer development [43]. Moreover,
it has been reported as a result of various studies conducted that the genomic damage has
important roles in cases such as chronic illnesses, cardiovascular illnesses, neurodegenerative
illnesses, inflammation/infection and ageing [44]. Oxidative DNA damage is rather dangerous
for cell in terms of its causing mutation in cell, affecting the cell cycle and causing cancer [45].
It is stated that oxidative damage occurs in mitochondrial DNA (mtDNA) along with the
nucleus DNA. It has been determined that the oxidative damage is greater in mitochondrial
DNA compared to the nucleus DNA. Among the reasons for this situation, we can count that
the mitochondrial DNA is quite close to the areas that produce free radicals in mitochondria
and that it is not protected by histones. What is more, factors such as that the DNA damage
repair system is insufficient compared to nucleus DNA and that there is an increase in
mutations according to the age cause mitochondrial DNA to get more damage [46]. The
damage occurred in the DNA is seen in low levels thanks to the DNA’s ability to be repaired.
There is an increase in oxidative DNA damage as a result of the increase in the reactive oxygen
types, decrease in the antioxidant enzyme levels and the insufficiency of DNA repair mecha-
nisms. Depending upon the oxidative damage, single- and double-chain fractures, abasic areas
and base modifications can originate or cross-linking between the DNA molecule and proteins
can occur [47].
Oxide DNA base damages are generally removed in two ways. These are base excision repair
and damaged oligonucleotide excision repair [48]. Nearly more than 20 major damage
products, which originate as a result of oxidative DNA damage, have been determined [49].
DNA product radicals give more reaction via different mechanisms to form the last product.
The type of the originating DNA modification product depends on reaction conditions such
as the redox potential of the substance to react, the radical production system and the existence
of oxygen. Radicals can be oxidation and reduction depending on their redox potentials and
the reacting substances. Although 8-hydroxypurines and formapyrimidines can originate in
both presence and absence of oxygen, they better prefer to originate in an environment with
oxygen. These compounds are hemiorthoamids and they can turn into each other easily [50].
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The most commonly used for the last products of ROS-mediated DNA damage biomarker is
8-hydroxy-2’-deoxyguanosine (8-OHdG) [51]. 8-OHdG is a mutagen that reacts with DNA
during the excessive ROS production. As Cu+2 ions are found in a high level in areas rich for
guanine-cytosine, the base which is most exposed to the oxidative damage is guanine. OH
radical composes DNA product radicals as a result of the reaction with the atoms of guanine
in positions numbered 4, 5 and 8. OH product radicals of the fourth and fifth carbon atoms are
dehydrated and the imidazole ring of the eighth carbon OH product radicals is exposed to the
opening. Other DNA base damage products have less mutagenic effects. For this reason, the
most commonly measured 8-OHdG base damage product is a parameter that is widely used
to determine the DNA damage [52, 53].
For the first time, it was determined that 8-OHdG is an indicator of the DNA damage in 1984
by Kasai and Nishimura. Analysis of 8-OHdG, which is the major oxidation product of DNA,
was reported in 1989 for the first time. There are two approaches for the analysis method of 8-
OHdG. The first of these, direct approach, is isolation of the DNA lesion by using physical and
chemical methods and making DNA extraction and hydrolysation. The second method,
indirect approach, includes the saving of DNA structure and seeing the formation of lesion in
site. In this approach, measurement is made by using antibodies that have low specific features
or via the activity of specific DNA repair enzymes [54, 55].
7. Autophagy: apoptosis interaction
In addition to the studies of Swhweichel and Merker, who researched cell death mechanism
morphologically for the first time, Clarke mentioned three basic cell morphology in cell death
and described apoptosis as type I, autophagy as type II and cell death, which is not lysosomal,
as type III programmed cell death [56, 57]. Apoptosis is an event characterized by cell shrinkage
and chromatin condensation and cell divides into pieces called ‘apoptotic bodies’ in the end
of the process. It has been determined that, in this type of cell death, the morphological changes
occurring in the cell take place as a result of cutting DNA and proteins by proteases called
caspase. The apoptotic bodies arising as a result of these fractures are resolved by lysosomes
[57].
In autophagy, which is a mechanism in which intracellular macromolecules and organelles are
directed to lysosomes in sachets and broken up in this mechanism, the short-lived proteins are
broken up inside ubiquitin-proteasome system, intracellular organelles and long-lived
proteins are benefited from as they are destroyed in autophagy system and decomposed into
the building stones similar to amino acids to be used again inside the cell [58, 59]. In the
autophagic cell death, there are organelles such as cytoplasm parts, which are inside two or
more layered (lipid bilayer) membrane-covered sachets, and/or mitochondria, endoplasmic
reticulum. In the end, autophagy sachets form a compound with lysosome and make it possible
for the material inside them to be broken up by the lysosomal enzymes [60].
Either apoptosis or autophagy, no matter what the death type is, it is known that these processes
are regulated by molecular mechanisms. In the same cell, as different death cell mechanisms
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can take action even simultaneously, these mechanisms can involve each other and they cannot
be distinguished easily all the time. It is difficult to describe whether the morphological
changes, which come into light with the cell death mechanisms, are due to apoptosis or
autophagy [61]. The reason for this can be that different cell death mechanisms have different
main goals. The main goal of autophagic cell death is mainly cytoplasm, while the main goal
of apoptosis is cell nucleus. Apoptosis can be sufficient for the disposal of cells with small
cytoplasm. However, in cells with large cytoplasm, more than one mechanism may have to
take action together. In other words, while mechanisms dispose the nucleus, cytoplasm and
organelles are cleaned by the autophagy event and the cell death can be accelerated. In
literature, there are studies supporting this view [62, 63].
7.1. Apoptotic signals
Caspases playing a role in apoptosis are classified in two ways:
1. Caspases starting the apoptotic signals (caspases 2, 8, 9, 10).
2. Lethal caspases that have a role in the breaking up of g-proteins (caspases 3, 6 and 7).
Along with the caspase-dependent mechanisms that control the cell death, some cell deaths
are reported to be caspase-free [64]. Caspase-dependent pathway triggers cell death by
activating in two ways: extrinsic and intrinsic factors. In the extrinsic pathway, tumour necrosis
factor- α (TNF-α), which is on the surface of cell membrane, connects to TNF-like ligands such
as FasL or TRAIL, and causes procaspase-8 or procaspase-10 to be triggered and finally the
apoptotic process starts [65].
In the intrinsic pathway, the failure of mitochondria results in cytochrome-C expression and
then begins activations of caspases 9, 7 and 3. Another protein family having a role in the
mitochondrial pathway is Bcl-2 family. It is decided whether the cell will enter apoptotic
phase as a result of the interaction between Bcl-2 family members and pro-apoptotic signal
molecules. The members of the Bcl-2 family are divided into three groups:
1. Anti-apoptotic group including Bcl-2, Bcl-xL and Mcl-1.
2. Group triggering apoptosis that includes Bax and Bak.
3. Group that has pro-apoptotic activity including Bad, Bik, Bid, Bim, NOXA and Puma ç.
The extrinsic pathway, also called death receptor, is a mechanism which contains cell surface
receptors that generate the start of apoptosis and the formation of the death-inducing sig-
nalling complex (DISC) that is a multi-protein complex [66]. With the connection of ligand,
an adaptor protein called FADD, which brings caspase 8 to DISC, becomes a part of the ac-
tivity [67–69]. In the activated caspase 8, either effector caspases such as caspase 3, directly
activate the apoptosis pathway or intrinsic apoptosis pathway [70]. An apoptosis pathway
can be activated when the endoplasmic reticulum is under stress [71].
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7.2. The molecular connections between apoptosis and autophagy
As autophagy can block apoptosis and cell death occurs as a result of both of these events, it
is believed that the regulation of these mechanisms is made in coordination. Previously, it was
considered that the same proteins control both of these processes. However, the latest data
show that it is not true. p53 is a strong apoptosis inductive and it can also induce autophagy
by increasing the expression of DRAM that is the direct p53 target gene [72]. Similarly, the
activation of a well-known apoptosis inhibitor, PI3 kinase/Akt pathway, inhibits autophagy at
the same time [73]. In this way, it was understood that important signal pathways could
increase or decrease both apoptosis and autophagy, simultaneously. In brief, central compo-
nents proteins directly regulated both apoptosis and autophagy mechanisms [74].
Beclin-1/Atg-6 is a part of the type III PI3 kinase complex, which is necessary for the formation
of autophagic vesicles and the interaction with Beclin-1 can block the induction of autophagy.
Beclin-1 is described as a protein that can interact with Bcl-2, as well [74]. This case shows that
an apoptosis regulator physically interacts with an autophagy regulator. Beclin-1 interacts with
other major anti-apoptotic Bcl-2 family (Bcl-xL) proteins, either [75]. In the regulation of these
mechanisms, depending on the presence of Bcl-2 in mitochondria and endoplasmic reticulum,
in other words depending on its condition in the subcellular localization, there may be
differences. The inhibition of the autophagy with Bcl-2 function takes place only in the
endoplasmic reticulum, and mitochondrial-directed Bcl-2, which is a strong inhibitor of many
apoptotic stimuli, cannot inhibit autophagy [75, 76]. Another mechanism that is able to control
the autophagy via Bcl-2 was located in endoplasmic reticulum [77]. In this method, Bcl-2 blocks
calcium passage in endoplasmic reticulum instead of interacting with Beclin-1. Calcium
activates Ca2+/calmoduline-dependent kinase, kinase-β and adenosine monophosphate
(AMP)-activator protein kinase. This case causes mTOR inhibition to activate autophagy. By
this way, permission was given to Bcl-2 for autophagy inhibition instead of apoptosis inhibition
in two completely different mechanisms [78].
Extrinsic death pathway, which is one of the best-described key components of apoptosis
process, can control autophagy, as well. The connection of FADD adaptor protein to the ligand-
dependent death receptor is a necessary step for the formation of DISC. DISC accompanies
death receptor signals with FADD, which acts as a platform in which caspase 8 dimerization
and activation take place. FADD includes two protein areas, one death area and one death
effector area, which interact with each other. The death area of the FADD can, unexpectedly,
induce a new cell death mechanism, which includes really high levels of autophagy in normal
epithelium cells. Actually, as FADD death area does not have catalytic activity, it is possible
that it induces autophagy by interacting with other proteins. The interesting point is that
autophagy response can be observed more easily when apoptosis stops and this case supports
that the apoptosis and autophagy in normal epithelium cells are simultaneously induced by
FADD death area [79].
These cases, mentioned above, show that the components of the apoptosis mechanism, which
are regulated by intrinsic and extrinsic pathways, could control autophagy, as well. Contrary
to this case, there are studies expressing that autophagy regulators control apoptosis. These
experiments, which analyse autophagic cell death originating from interferon and Atg-5, show
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that FADD can interact with Atg-5 [80]. The conducted study showed that this interaction ends
with cell death only in a way that requires FADD and caspases, without the formation of
autophagic vesicles. From this study, the conclusion that Atg-5 can regulate extrinsic apoptosis
pathway components is drawn. Another mechanism, which is about the ability of Atg-5 for
regulating apoptosis, was described. The key step in this mechanism is to provide the activation
of intrinsic apoptosis pathway that can be blocked by Bcl-2 and to compose a protein form,
which is translocated to mitochondria in order to start the cytochrome-C oscillation. To be able
to realize this, Atg-5 must be cut by calpain. The general importance of this mechanism is
supported by the information that Atg-5 knock-down protects tumour cells against a kind of
apoptosis stimulation. This case can still be complex and as the cutting of Atg-5 by calpain can
cause a formation of protein, which is not able to activate autophagy, it is possible for calpain
activity to increase or decrease autophagy [81]. There are some studies showing that calpain
activity is necessary for autophagy, which is induced by the lack of rapamycin and amino acid
[79].
7.3. Autophagy: type II cell death
Autophagy is a death mechanism characterized by the degradation of cellular components,
and plays roles in the pathophysiology of many diseases, [82, 83]. The damaged cellular
components and contents are removed by lysosomal autophagy. In case of increasing the
autophagic effect with oxidative stress or physiological stimulations, protein synthesis and
energy output pathways, cell organelles and proteins are disrupted in the cells. Also, under
Figure 1. Oxidative stress-mediated cell damages in the cell: Excessive ROS production can lead to damages in mito-
chondria, which can cause cell death or oxidative-damaged cell components are degraded by autophagy and promote
cell survival.
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limited food intake, autophagy provides internal energy sources [82, 83]. With this effect of
lysosomal autophagy, cell can survive in case of oxidative stress. This survival system occur-
ring in the cell is stimulated by stress factors such as hunger, hyperthermia and hypoxia [84].
mTOR (mammalian target of rapamycin), which is a factor playing important role in auto-
phagic activation, is a kinase signal pathway. This signal pathway is classically activated in
case of hunger, hypoxia or stress condition [83].
In eukaryotic cells, the first step of the oxidative damage is antioxidant defence system and the
second step is lysosomal autophagy [85]. In the second step, damaged cell components such
as proteins, organelles or DNA are removed with lysosomal autophagy [82]. This defence
system provides degradation of these components and cell surviving. In the third defence step,
there is type II cell death (autophagy). Severe damaged and not repaired cells are removed by
autophagy and the organ’s integrity is ensured [86] (Figure 1).
Autophagy is also activated in many cases of metabolic and therapeutic stress such as the lack
of growth factor in the cell, signal inhibition of receptor tyrosine kinase/Akt/mTOR metabolic
pathway, ischaemia/reperfusion, intracellular calcium accumulation and endoplasmic
reticulum stress [87, 88]. Increased production of ROS stimulates the initiation of autophagy
in association with stress signal pathways. For this, cysteine protease Atg-4 inactivation is
made with ROS accumulation in the cell. This inactivation results in Atg-4 phosphoethanola-
mine precursor accumulation, which is also necessary for the beginning of autophagosome
[89]. In this way, under stress condition, oxidative damaged cell components are degraded by
autophagy and continue its life by this way. There is a complex relation between cell death and
stress adaptation [90]. The molecular relationship between cell death and autophagy has not
been completely understood nowadays.
While autophagic cell death is the main cell death seen during the development, it has been
reported in recent studies that apoptosis-induced cell death can be connected or related to
autophagy [78, 91]. The signal cross-talk between apoptosis and autophagy can be related to
Bcl-2 gene family. Moreover, it has been shown that Bcl-2 family proteins inhibit the apoptosis
and autophagy [75, 92]. The association between the anti-apoptotic Bcl-2 protein and the
autophagic Beclin-1 protein has an important role in the point of convergence of the apoptotic
and autophagic cell death. In the autophagic process, Bcl-2 protein has an important role in
autophagosome formation via Beclin-1 network [75]. Also, anti-apoptotic Bcl-2 proteins inhibit
the Beclin-1-dependent autophagic cell death [93].
The antioxidant effect of anti-apoptotic Bcl-2 proteins has been reported. This anti-apoptotic
protein decreases the production of reactive oxidants and inhibits the apoptotic cell death [94].
By this way, the overexpressed Bcl-2 and decreasing ROS level probably cause the repression
of cytochrome-C from mitochondrion and the prevention of death cell [95]. As mentioned
above, ROS creates a connection between cellular stress and the starting of autophagy, and
autophagosome formation is started by stimulating Atg-8-phosphoethanolamine precursor
accumulation [89].
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8. Summary and future perspective
Endogenous and exogenous stress factors that cells are exposed to trigger the ROS production
in the cell, which causes damages in cellular organelles. Oxidative response is a part of normal
cellular physiology and halts the organelles’ damages in the cells and promotes cell surviving.
While autophagy is a type II cell death, it is also an alternative defence system that cell chooses
to be able to survive in cells which are exposed to oxidative damage. Autophagy can provide
the removal of damaged organelles with lysosomal autophagy and ensures cell to survive.
Autophagy plays an important role in both detecting oxidative stress and removing oxida-
tively damaged proteins and organelles, as well as the cellular machineries responsible for
excessive ROS/RNS production. Investigations into the specific molecular targets of ROS in
the autophagy pathway and the specific signalling mechanisms will be important for our
understanding of biology and diseases.
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